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The MAILING DATE of this communication appears on the cover sheet with the correspondence address • 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S. C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

Responsive to communication(s) filed on 29 September 2003 , 
2a)D This action is FINAL. 2b)^ This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters., prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 
Disposition of Claims 

4) E3 Claim(s) 1-20 is/are pending in the application. 

4a) Of the above claim(s) 70-20 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1^9 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) Q The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) KI Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) ^ Information Disclosure Statement(s) (PTO-1449) Paper No(s) 10 & 12 . 6) □ Other: 
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Detailed Action 



Status of the Claims 



Claims I -20 are pending in the present application and are subject to 
restriction/election of species. Claims I -9 are under consideration. Claims I 0-20 
are withdrawn from consideration. 



The copies of references cited on .Applicant's PTQ- ! ■44*9 appear to have 
become separated from the file. While the US Patents and WO documents are 

IMMEDIATELY AVAILABLE TO THE EXAMINER , NON-PATENT LITERATURE IS MORE DIFFICULT TO 
OBTAIN. 



Applicant's election with traverse of Group I (claims I -9) in Paper No. I 3 is 
acknowledged. claims i 0"20 are withdrawn from further consideration pursuant to 
37 cfr i . i 42(b), as being drawn to a non elected invention , there being no allowable 
generic or linking claim. applicant timely traversed the restriction (election) 
requirement in paper no. i 3. 

Applicant argues that since the inventive groups are all directed to methods 
involving dna-binding proteins: 

i . a single search is likely to find art related to all three groups, 

2. all groups share the same class (435), and 

3. such a search would not impose a serious burden upon the examiner. 

These arguments have been fully considered but are not persuasive for reasons 
made of record in paper no. i i . briefly, while the groups are classified in class 
435, each is subclassed differently (e.g., 7.8, 69. 1,6). this directly supports the 



Information Disclosure Statement 



Election/Restriction 
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examiner's contention that the groups are patentably distinct and have separately 
burdensome and non-coextensive searches. 

Applicant further argues that the present restriction requirement would 
impose a burden upon the resources of the usfto, as well as a financial burden 
upon the applicant. the present restriction enables the examiner to do a coextensive 
search and comprehensive examination, although the examiner is sympathetic to the 

POTENTIAL -FINANCIAL BURDEN .APPLICANT'S ATTORNEY ALLEGES. 

the requirement is still deemed proper and is therefore made final. 

While not fully responsive, Applicant's election with traverse of the 
following species is acknowledged: 

a) prokaryotic host cells 

b) zinc finger proteins 

c) his3 reporter gene 

d) zinc finger protein binding site 

It is noted that Applicant was unable to select a representative species for 
the generic category of "an activation domain". 

Applicant argues that the election of species requirement was not adequately 
set forth due to lack of clarity. where possible, the examiner drew from applicant's 
specific disclosure to provide guidance to applicant in selecting specific 
embodiments of the claimed invention for purposes of search. the examiner was 
unable to find such explicit examples for the generic category of "an activation 
domain" in either the "summary of the invention" or "detailed description of the 
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Invention" of Applicant's disclosure. The requirement for an election of species for 
"a desired level of expression of the reporter gene" is hereby withdrawn. 

Applicant's further arguments that it would not be burdensome to search all 
species together is not responsive to the examiner's assertion that it would be 
unduly burdensome to search all generic categories. the requirement is still deemed 
proper and is therefore made final, 

Claim Rejections - 35 (JSC § 1 02 

THE FOLLOWING IS A QUOTATION OF THE APPROPRIATE PARAGRAPHS OF 35 U.S.C. I 02 
THAT FORM THE BASIS FOR THE REJECTIONS UNDER THIS SECTION MADE IN THIS OFFICE ACTION: 
A PERSON SHALL BE ENTITLED TO A PATENT UNLESS - 

(B) THE INVENTION WAS PATENTED OR DESCRIBED IN A PRINTED PUBLICATION IN THIS OR A FOREIGN COUNTRY OR IN 
PUBLIC USE OR ON SALE IN THIS COUNTRY, MORE THAN ONE YEAR PRIOR TO THE DATE OF APPLICATION FOR PATENT IN 

the United States. 

Claims I -4, and 6-9 are rejected under 35 U.S.C. I 02(b) as being anticipated 
by US Patent 5,580,736, issued December 3, I 996. 

The invention of the above claims is drawn to a method for selecting a 
dimerizing test polypeptide comprising: 

(I) providing a population of host cells wherein each host cell contains 

A) A CHIMERIC GENE WHICH ENCODES A FUSION PROTEIN, INCLUDING ONE OR MORE DNA- 
BINDING DOMAINS, AH ACTIVATION DOMAIN, AND A TEST POLYPEPTIDE, 

B) A REPORTER GENE OPERABLY LINKED TO A TRANSCRIPTIONAL REGULATORY SEQUENCE 
WHICH INCLUDES TWO OR MORE BINDING SITES (DBD RECOGNITION ELEMENTS) FOR THE 
DNA-BINDING DOMAIN OF (A), WHEREIN BINDING OF A SINGLE COPY OF THE FUSION 
PROTEIN TO THE TRANSCRIPTIONAL REGULATORY SEQUENCE OF THE REPORTER GENE DOES 
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NOT RESULT IN A DESIRED LEVEL OF EXPRESSION OF THE REPORTER GENE; WHEREIN 
DIMERIZATION AND BINDING OF THE FUSION PROTEIN TO THE TRANSCRIPTIONAL 
REGULATORY SEQUENCE OF THE REPORTER GENE RESULTS IN A DESIRED LEVEL OF 
EXPRESSION OF THE REPORTER GENE; 

(II) ISOLATING HOST CELLS EXHIBITING A DESIRED LEVEL OF EXPRESSION OF THE REPORTER GENE 

THEREBY SELECTING A DIMERIZING TEST POLYPEPTIDE, WHEREIN: 

9 rur uriCT c" i i ri ipTurp ^/->kyic3oicc-Q cr^oMD Drpop"i:rp GENE -OPERA5LY LIMKED TO A 
TRANSCRIPTIONAL REGULATORY SEQUENCE COMPRISING ONE BINDING SITE FOR THE DNA 
BINDING DOMAIN OF (A), 

• THE DESIRED LEVEL OF EXPRESSION OF THE REPORTER GENE PRODUCES A DETECTABLE 
SIGNAL, WHEREIN THE DETECTABLE SIGNAL IS A GROWTH ADVANTAGE OF THE HOST CELL 

AND, 

• THE SEQUENCE ENCODING THE DIMERIZING TEST POLYPEPTIDE IS LINKED TO A 
HETEROLOGOUS SEQUENCE 

• A POLYNUCLEOTIDE COMPRISING A SEQUENCE ENCODING THE DIMERIZING TEST 
POLYPEPTIDE IS ISOLATED. 

AND WHEREIN, 

• THE CHIMERIC GENE IS A MEMBER OF A LIBRARY COMPRISING A PLURALITY OF SEQUENCES 
ENCODING FOR RANDOM TEST POLYPEPTIDES, WHEREIN 

• THE LIBRARY COMPRISES AT LEAST I 0 ? MEMBERS. 

'736 TEACHES A METHOD OF SELECTING A DIMERIZING TEST POLYPEPTIDE COMPRISING: 
(A) PROVIDING A HOST CELL WHICH CONTAINS (l) A REPORTER GENE OPERABLY LINKED TO A 
PROTEIN BINDING SITE; (ll) A FIRST FUSION GENE WHICH EXPRESSES A FIRST FUSION PROTEIN, THE 
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FIRST FUSION PROTEIN INCLUDING THE FIRST PROTEIN COVALENTLY BONDED TO A BINDING MOIETY 
WHICH IS CAPABLE OF SPECIFICALLY BINDING TO THE PROTEIN BINDING SITE; AND (ill) A SECOND 
FUSION GENE WHICH EXPRESSES A SECOND FUSION PROTEIN, THE SECOND FUSION PROTEIN 
INCLUDING THE SECOND PROTEIN COVALENTLY BONDED TO A WEAK GENE ACTIVATING MOIETY (E.G., 
A HETEROLOGOUS SEQUENCE); AND (B) MEASURING EXPRESSION OF THE REPORTER GENE AS A 
MEASURE OF AN INTERACTION BETWEEN THE FIRST AND THE SECOND PROTEINS. IN A PREFERRED 
EMBODIMENT. THE METHOD FURTHER INVOLVES ISOLATING THE GENE ENCODING THE SECOND 
PROTEIN. IN OTHER PREFERRED EMBODIMENTS, THE WEAK GENE ACTIVATING MOIETY IS OF LESSER 
ACTIVATION POTENTIAL THAN GAL4 ACTIVATION REGION II AND PREFERABLY IS THE GENE 
ACTIVATING MOIETY OF B42 OR A GENE ACTIVATING MOIETY OF LESSER ACTIVATION POTENTIAL; 
THE HOST CELL IS A YEAST CELL; THE REPORTER GENE INCLUDES THE LEU 2 GENE (WHICH 
CONFERS A GROWTH ADVANTAGE UPON THE HOST CELL) OR THE LACZ GENE (WHICH PRODUCES A 
DETECTABLE SIGNAL); THE HOST CELL FURTHER CONTAINS A SECOND REPORTER GENE OPERABLY 
LINKED TO THE PROTEIN BINDING SITE, FOR EXAMPLE, THE HOST CELL INCLUDES BOTH A LEU 2 
REPORTER GENE AND A LACZ REPORTER GENE; THE PROTEIN BINDING SITE IS A LEXA BINDING SITE 
AND THE BINDING MOIETY INCLUDES A LEXA DNA BINDING DOMAIN; THE SECOND PROTEIN IS A 
PROTEIN INVOLVED IN THE CONTROL OF EUKARYOTIC CELL DIVISION, FOR EXAMPLE, A CDC2 CELL 
DIVISION CONTROL PROTEIN (COL 2, LN 48" COL 3, LN 9). 
'736 FURTHER TEACHES THAT: 

• " [B]Y "OPERABLY LINKED" IS MEANT THAT A GENE AND A REGULATORY SEQUENCE(S) ARE 
CONNECTED IN SUCH A WAY AS TO PERMIT GENE EXPRESSION WHEN THE APPROPRIATE 
MOLECULES (E.G., TRANSCRIPTIONAL ACTIVATOR PROTEINS OR PROTEINS WHICH INCLUDE 
TRANSCRIPTIONAL ACTIVATION DOMAINS ) ARE BOUND TO THE REGULATORY SEOUENCE(S)" 
(COL 3, LNS 52-57). 
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• " [b]y a "binding moiety" is meant a stretch of amino acids which is capable of 
directing specific polypeptide binding to a particular DNA sequence (i.e., a 
"protein binding site")" (col 3, lns 58-60). 

• The lacZ reporters are less sensitive, allowing the selection of different 
prey proteins by utilizing reporters with the appropriate number, affinity, and 
position of lexa operators; in particular , sensitivity of the l4cz reporter 

GENE IS INCREASED 5T EITHER iNCREASiNG THE NUMBER OF UPSTREAM i_EXA OPERATORS, 
UTILIZING LEXA OPERATORS WHICH HAVE INCREASED AFFINITY FOR LEXA BINDING DIMERS, 
AND/OR DECREASING THE DISTANCE BETWEEN THE LEXA OPERATOR AND THE DOWNSTREAM 

reporter gene promoter (col 9, lns 50"58). 
With regard to the limitation "isolating host cells exhibiting a desired level of 
expression of the reporter gene thereby selecting a dimerizing test polypeptide" 
recited by applicant's claim i , applicant's attention is directed to col i i , lns i 9-37 
and Figure 4 of the reference. The cited section teaches "Mhe CDI I gene was 

INTRODUCED INTO A PANEL OF EGY48-DERIVED STRAINS (I.E., EGY48/ I 840 CONTAINING 
DIFFERENT LEXA FUSION BAITS) IN ORDER TO TEST THE REPRODUCIBILITY AND SPECIFICITY OF THE 
INTERACTION BETWEEN CDC2 AND CDI I . CELLS FROM 8 INDIVIDUAL TRANSFORMED CELLS THAT 
CONTAINED CDI I PLUS A GIVEN BAIT (HORIZONTAL STREAKS) OR THE SAME BAIT PLUS THE LIBRARY 
VECTOR AS A CONTROL (ADJACENT VERTICAL STREAKS) WERE STREAKED WITH TOOTHPICKS ONTO 
EACH OF THREE PLATES (FIG. 4). THE PLATES , SHOWN IN FIG. 4, INCLUDED A "CONTROL" PLATE, 

A Ura* Trp" His" glucose PLATE which selected for the presence of the bait pl^smid, 
the lexaop-lacz reporter, and the cdi i expression plasmid; a "glucose" plate, a ura 
Trp" His" Leu* glucose pl^te, which additionally selected for activation of the LexAop- 
leu2 reporter; and a "galactose" plate, a ura trp hls* leu" galactose plate, which 
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SELECTED FOR THE ACTIVATION OF THE LEXAOP-LEU 2 REPORTER, AND WHICH INDUCED THE 
EXPRESSION OF CDI I . BAITS USED IN THIS TEST INCLUDED: ( I ) LEXA"CDC2, (2) [_EXA-BlCOID , 

(3) LexA-Max, (A) LexA-Cln3, (5) LexA-Fus3, and (6) LexA-cMyc-Cterm (FIG. 4)". 

With regard to the limitation "wherein the chimeric gene is a member of a library 

COMPRISING A PLURALITY OF SEQUENCES ENCODING FOR RANDOM TEST POLYPEPTIDES" RECITED 

by Applicant's claim 8, Applicant's attention is directed to col 8, lns 4 I -AA of the 

■REFERENCE. THE CITED SECTION TEACHES "A HeLa CDNA LIBRARY WAS CONSTRUCTED AND 
RANDOM LIBRARY SEQUENCES WERE INSERTED DOWNSTREAM OF THIS N-TERMINAL FRAGMENT TO 
PRODUCE FUSION GENES ENCODING PREY PROTEINS". 

With regard to the limitation "wherein the library comprises at least I O 7 

MEMBERS" RECITED BY APPLICANT'S CLAIM 9, APPLICANT'S ATTENTION IS DIRECTED TO COL I O, 

ln 66 of the reference. the cited section teaches "from about 2 x i 0 ? cells, a i 2 
leu2 + colonies were isolated. . . " . 

Therefore, all of the claimed limitations discussed above are anticipated by '736. 

Claim Rejections - 35 (JSC § 1 03 
The following is a quotation of 35 U.S.C. I 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(A) A PATENT MAY NOT BE OBTAINED THOUGH THE INVENTION IS NOT IDENTICALLY DISCLOSED OR DESCRIBED AS SET 
FORTH IN SECTION I 02 OF THIS TITLE, IF THE DIFFERENCES BETWEEN THE SUBJECT MATTER SOUGHT TO BE 
PATENTED AND THE PRIOR ART ARE SUCH THAT THE SUBJECT MATTER AS A WHOLE WOULD HAVE BEEN OBVIOUS AT 
THE TIME THE INVENTION WAS MADE TO A PERSON HAVING ORDINARY SKILL IN THE ART TO WHICH SAID SUBJECT 
MATTER PERTAINS. PATENTABILITY SHALL NOT BE NEGATIVED BY THE MANNER IN WHICH THE INVENTION WAS MADE. 

Claims I -9 are rejected under 35 U.S.C. I 03(a) as being unpatentable over 

'736 AS APPLIED TO CLAIMS I "4, AND 6~9 ABOVE, AND FURTHER IN VIEW OF KORNACKER ET 

al., Molecular Microbiology 30(3):6 I 5-624, I 998 (hereinafter referred to as 
Kornacker) . 
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KORNACKER TEACHES A METHOD FOR SELECTING A DIMERIZING TEST POLYPEPTIDE USING 
PROKARYOTIC, SPECIFICALLY, E, COLI , CELLS. THE REFERENCE FURTHER TEACHES THAT 
"...[SUCH] APPLICATION SHOULD BENEFIT FROM THE HIGH TRANSFORMATION FREQUENCIES THAT 
ARE POSSIBLE WITH E. COLl" (P 622 COL l"2, BRIDGING SENTENCE). ALTHOUGH 736 DOES 
NOT SPECIFICALLY TEACH THE USE OF E. COLI, IT WOULD HAVE BEEN OBVIOUS TO ONE OF 
ORDINARY SKILL IN THE ART TO USE AN ORGANISM WITHIN THE SCOPE OF THE TEACHING OF '736 
TO OBTAIN THE HIGH TRANSFORMATION FREQUENCIES TAUGHT BY KORNACKER . ONE WOULD HAVE 

been motivated to do so in order to more exhaustively search the complex sequence 
space encompassed by a library. 

Conclusion 

no claims are allowed. 

any inquiry concerning this communication or earlier communications from the 
examiner should be directed to devon r byrd whose telephone number is 703'305" 
O I 59. The examiner can normally be reached on Mon-Fri 8a-5p. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, andrew wang can be reached on 703-306-23 i 7. the fax 
phone number for the organization where this application or proceeding is assigned 
IS (703) 872-9306. 

ANY INQUIRY OF A GENERAL NATURE OR RELATING TO THE STATUS OF THIS APPLICATION OR 
PROCEEDING SHOULD BE DIRECTED TO THE RECEPTIONIST WHOSE TELEPHONE NUMBER IS 703" 

308- I 235. 
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